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AB Administration of the cannabinoid CB1 receptor antagonist, SR 

141716 [N-piperidino-5- ( 4-chlorophenyl ) -1- ( 2 , 4-dichlorophenyl ) -4- 
methyl-3-pyrazole-carboxamide ] , has been reported to reduce ale. intake 
and ale. self-administration in different models of excessive ale. 
consumption, including the selectively bred Sardinian ale . -preferring (sP) 
rats. The present study investigated whether SR 141716 
was also capable of decreasing, in this rat line, ale's motivational 
properties. Extinction responding for ale, defined as the maximal number of 
lever responses reached in the absence of ale. in rats trained to 
lever-press for ale. , was used as index of ale's motivational properties. 
Rats were initially trained to lever-press for oral ale (15%, volume/volume) 
under a fixed ratio (FR) schedule of FR4. Once self-administration 
behavior was established, extinction sessions were conducted. SR 
141716 (0, 0.3, 1 and 3 mg/kg; i.p.) was acutely administered 
before extinction sessions. In order to assess the specificity of 
SR 141716 action on extinction responding for ale, a 

sep. group of sP rats was trained to lever-press for a 3% (w/v) sucrose 

solution under an FR4 schedule. SR 141716 administration 

produced a dose-dependent, virtually complete suppression of extinction 

responding for ale In contrast, extinction responding for sucrose was 

not significantly altered by treatment with SR 141716. 

Further to the consummatory aspects, these results also extend the 

suppressing effect of SR 141716 to the appetitive 

aspects of ale drinking behavior in sP rats. The results also implicate 
the cannabinoid CB1 receptor in the neural substrate mediating ale's 
motivational properties in this rat line. 
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This study investigated the effect of the cannabinoid CB1 receptor 
antagonist SR 141716 

(N-piperidino-5- ( 4-chlorophenyl ) -1- ( 2 , 4-dichlorophenyl ) - 4 -methyl -3- 
pyrazolecarboxamide ) on the ability of low and high doses of morphine to, 
resp., augment and suppress voluntary ale. intake in selectively bred 
Sardinian ale . -preferring rats. Acute administration of a low dose of 
morphine (1 mg/kg, s.c.) produced a specific and marked increase in ale. 
intake, which correlated with an increase in blood ale. levels and was 
prevented by either SR 141716 (0.3 mg/kg, i.p.) or 

naloxone (0.1 mg/kg, i.p.). A higher dose (10 mg/kg, s.c.) of morphine 
reduced both ale. and food intakes and produced sedation and hypomotility . 
The suppressant effect of morphine on ale. intake was blocked by naloxone 
(0.1 mg/kg, i.p.) but not by SR 141716 (0.3 mg/kg, 

i.p.). These results are in agreement with those showing the ability of 
SR 141716 to antagonize the appetitive and pos. 

reinforcing properties of morphine and add further support to the 
hypothesis of the existence of a functional link between the action of 
opioids and of cannabinoids . 
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The present study investigated the effect of the cannabinoid CB1 receptor 
antagonist, SR 141716 

(N-piperidino-5- ( 4-chlorophenyl ) -1- ( 2 , 4-dichlorophenyl ) - 4 -methyl -3- 
pyrazole-carboxamide ) , on ale. deprivation effect (i.e., the temporary 
increase in ale. intake after a period of ale. withdrawal) in Sardinian 
ale . -preferring (sP) rats. As expected, ale . -deprived rats virtually 
doubled voluntary ale. intake during the first hour of re-access. Acute 
administration of SR 141716 (0, 0.3, 1 and 3 mg/kg, 

i.p.) completely abolished the ale. deprivation effect. These results 
suggest that the cannabinoid CB1 receptor is part of the neural substrate 
mediating the ale. deprivation effect and that SR 141716 
may possess anti-relapse properties. 
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study assessed the efficacy of the cannabinoid CB1 receptor 
SR-141716, in reducing voluntary ethanol 
intake in selectively bred Sardinian ale . -preferring (sP) rats. Ethanol 
(10%, volume/volume) and food were available in daily 4 h scheduled access 
periods; water was present 24 h/day. The acute administration of a 2.5 
and a 5 mg/kg dose of SR-141716 selectively reduced 
ethanol intake, whereas a 10 mg/kg dose of SR-141716 

reduced to a similar extent both ethanol and food intake. These results 
suggest that the cannabinoid CB1 receptor is involved in the mediation of 
the ethanol-reinf orcing effects in sP rats. 
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SR 141716, a selective central CB1 cannabinoid 
receptor antagonist, markedly and selectively reduces sucrose feeding and 
drinking as well as neuropeptide Y-induced sucrose drinking in rats. 
SR 141716 also decreases ethanol consumption in C57BL/6 
mice. In contrast, blockade of CB1 receptors only marginally affects 
regular chow intake or water drinking. The active doses of SR 
141716 (0.3-3 mg/kg) are in the range known to antagonize the 
characteristic effects induced by cannabinoid receptor agonists. These 
results suggest for the first time that endogenous cannabinoid systems may 
modulate the appetitive value of sucrose and ethanol, perhaps by affecting 
the activity of brain reward systems. 
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AB The invention relates to the use of antagonists to the CB1 cannabinoid 

receptor for the preparation of a composition for the treatment of hepatic 
diseases and preferably to the use of Rimonabant 
(N-piperidino-5- ( 4-chlorophenyl ) -1- ( 2 , 

4-dichloropenyl ) -4-methylpyrazole-3-carboxamide) . The mRNA for the CB1 
receptor is more abundant in cirrhotic liver than in healthy 
liver. Mice lacking the CB1 receptor are more resistant to 
fibrotic change in the liver. 
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The cannabinoid receptor antagonist SR 
141716 prevents acquisition of drinking 
behavior in alcohol-preferring rats 
Serra, Salvatore; Carai, Mauro A. M. ; Brunetti, 
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CB1 receptor antagonist, 

- ( 4-chlorophenyl ) -1- ( 2 , 4-dichlorophenyl ) -4 -methyl -3- 



pyrazole-carboxamide ) (SR 141716); (0.3-3 mg/kg, i.p., 

twice daily for 10 days), prevented the acquisition of ale. drinking 

behavior in rats genetically selected for ale. preference (Sardinian 

ale . -preferring (sP) rats), having the free choice between ale. (10%, 

volume /volume ) and water. The results suggest that activation of cannabinoid 

CB1 receptors is essential for the acquisition of ale. drinking behavior 

in animals with a genetically determined ale. preference. 
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Rats were given two weeks of home cage access to either "near-beer" (a 
beverage that tastes like beer but contains < 0.5% ethanol volume/volume) or 
near-beer with added ethanol (4.5% volume/volume), which is simply referred to 
as "beer". The two groups of rats (near-beer and beer) were then trained 
on a "lick-based progressive ratio paradigm" in operant chambers in which 
an ever increasing number of licks had to be emitted for each successive 
fixed unit of near-beer or beer delivered. Break points (the ratio at 
which responding ceased) for near-beer and beer were approx. equal under 
baseline conditions. Rats were then tested for the effects of the 
5HT2A/2C receptor antagonist ritanserin (0.625, 2.5 or 10 mg/kg), the 
opioid receptor antagonist naloxone (0.625, 2.5 or 10 mg/kg) or the 
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cannabinoid CB1 receptor antagonist SR 141716 (0.3, 1 

or 3 mg/kg) . All three drugs caused a dose-dependent reduction of 
break-points and locomotor activity in both the beer and near-beer groups. 
However, the effects of SR 141716 and naloxone, but 

not ritanserin, on break-points were significantly more pronounced on rats 
drinking beer compared to those drinking near-beer. There were no such 
differential effects of any of the drugs on locomotor activity across the 
two groups. These results suggest that both SR 141716 
and naloxone differentially affect the motivation to consume ale. 
beverages and may thus have potential as drugs for the treatment of ale. 
craving . 
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Will the new CB1 cannabinoid receptor antagonist 
SR-147778 have advantages over rimonabant? 
Doggrell, Sheila A. 

Doggrell Biomedical Communications, Auckland, 
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Expert Opinion on Investigational Drugs (2005 
), 14(3), 339-342 
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Ashley Publications Ltd. 
Journal 
English 

Obesity and alcoholism are 2 common modern-day diseases. The 
cannabinoid CB1 receptor antagonist rimonabant is in Phase III 
clin. trial for the treatment of obesity with preliminary results showing 
that it decreases appetite and body weight Animal studies have shown that 
rimonabant is effective in the treatment of alcoholism. 
SR-147778 is a new potent and selective CB1 receptor antagonist. In 
animals, SR-147778 was shown to inhibit CB1 receptor-mediated hypothermia, 
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analgesia, and slowing of gastro-intestinal transit. In rats trained to 
drink sucrose, the oral administration of SR-147778 3 mg/kg, before the 
presentation of sucrose, decreased the consumption of sucrose. SR-147778 
3 mg/kg also reduced spontaneous feeding in rats deprived of food and also 
in non-deprived rats. In Sardinian ale . -preferring (sP) rats, in the 
ale. -naive state, SR-147778 slowed the development of a preference for 
ale. In ale . -experienced sP rats SR-147778 (2.5, 5, and 10 mg/kg p.o.) 
reduced the ale. intake. When ale . -experienced sP rats are deprived of 
ale. for 15 days, there is a large intake of ale. on reintroduction of 
ale., and this response was almost abolished by treatment with SR-147778. 
From the preclin. studies published to date, there is no obvious major 
point of difference between rimonabant and SR-147778, and both 
are promising agents for the treatment of obesity and alcoholism 

IT 168273-06-1, Rimonabant 

RL : DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(rimonabant and SR-147778 for treatment of obesity and 
alcoholism) 

RN 168273-06-1 CAPLUS 

CN lH-Pyrazole-3-carboxamide, 5- ( 4-chlorophenyl ) -1- ( 2 , 4-dichlorophenyl ) -4- 
methyl-N-l-piperidinyl- (CA INDEX NAME) 




OS. CITING REF COUNT: 
REFERENCE COUNT: 



THERE ARE 6 CAPLUS RECORDS THAT CITE THIS RECORD 
(6 CITINGS) 

THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L9 ANSWER 10 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE: 



DOCUMENT TYPE: 

LANGUAGE : 

AB A review dis 
receptor sys 
covers the e 
behavior in 



28 CAPLUS COPYRIGHT 2009 ACS on STN 
2005:128830 CAPLUS 
143:52675 

Cannabinoid receptor antagonists: A perspective 
Carai, Mauro A. M. ; Lobina, Carla; Gessa, Gian Luigi; 
Colombo, Giancarlo 

Department of Neuroscience, University of Cagliari, 
Cagliari, Italy 

Drugs for Relapse Prevention of Alcoholism ( 
2005), 181-187. Editor (s): Spanagel, R.; 
Mann, K. F. Birkhaeuser Verlag: Basel, Switz. 
CODEN: 69GMC3; ISBN: 3-7643-0214-3 
Conference; General Review 
English 

cusses data on cannabinoid CB1 receptor as one of the multiple 
terns in the mediation of the behavioral response to ale. It 
ffect of SR 141716 on relapse-like 
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SR 141716 plus naloxone on relapse-like behavior in 
ale . -preferring rats. 
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AB A review. Obese patients are at a higher risk for coronary artery 

disease, hypertension, hyperlipidemia and diabetes mellitus, among other 
diseases, and thus their risk of morbidity and mortality increases. Due 
to the many complex pathophysiol . components which lead to obesity, the 
disease remains a challenging and significant clin. problem. Cannabinoids 
acting via cannabinoid receptors stimulate food intake and a particularly 
attractive antiobesity target is the cannabinoid CB1 receptor, which has 
also been shown to play a role in reinforcing reward. Rimonabant 
hydrochloride (SR-141716A) is a promising CB1 receptor antagonist that was 
shown to inhibit motivational and consummatory aspects of feeding, as well 
as ale. and nicotine intake in animal models. The agent exhibited 
efficacy in phase III trials as a treatment for obesity and for smoking 
cessation. Phase II studies are also under way for the treatment of 
alcoholism. 
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AB Opioid and cannabinoid CB1 receptor antagonists reduce the motivation to 
consume ale. when taken individually but their effectiveness in 
combination is not yet known. The effects of naloxone/naltrexone and 
SR 141716 alone and in combination were examined on beer 

consumption in rats. In a progressive ratio paradigm rats were trained to 
lick at a tube for either beer (4.5% ethanol volume/volume) or near-beer (beer 
containing <0.5% ethanol volume/volume) under a progressive ratio schedule of 
reinforcement. They were then tested with naloxone (0.3, 0.6 or 1.2 mg/kg 
IP), SR 141716 (0.15, 0.3 or 0.6 mg/kg IP) and their 

combination. In a continuous access paradigm, other rats were given beer 
or near-beer in their home cages for several weeks and the effects of 
repeated (4 day) administration of naltrexone (0.3, 0.6 or 1.2 mg/kg), 
SR 141716 (0.15, 0.3 or 0.6 mg/kg) and their combination 
were assessed. In the progressive ratio paradigm SR 
141716, naloxone and their combination were more effective in 
reducing the break points for beer rather than near-beer. The two lowest 
dose combinations produced a synergistic reduction in break points. The 
highest dose combination reduced break points for both beer and near-beer 
and effects were more additive than synergistic. In the continuous access 
paradigm, the low doses of the drugs selectively reduced beer consumption 
in a synergistic fashion with higher doses having a less selective and 
more additive effect. The combined, low dose treatment has possible clin. 
efficacy in treating ale. craving in humans. 
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Endocannabmoid system and alcohol addiction: 
Pharmacological studies 
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A review. The present paper describes the results of recent Pharmacol, 
studies implicating the cannabinoid CB1 receptor in the neural circuitry 
regulating ale. consumption and motivation to consume ale. Cannabinoid 
CB1 receptor agonists have been found to specifically stimulate ale. 
intake and ale's motivational properties in rats. Conversely, the 
cannabinoid CB1 receptor antagonist, SR 141716, has 

been reported to specifically suppress acquisition and maintenance of ale. 
drinking behavior, relapse-like drinking and ale's motivational 
properties in rats. More recent data indicate that opioid receptor 
antagonists (a) blocked the stimulatory effect of cannabinoids on ale. 
intake, and (b) synergistically potentiated the suppressing effect of 
SR 141716 on ale. intake and ale's motivational 
properties. Consistently, SR 141716 blocked the 

stimulatory effect of morphine on ale. intake. These results suggest (a) 
the existence of a functional link between the cannabinoid and opioid 
receptor systems in the control of ale. intake and motivation to consume 
ale., and (b) that novel and potentially effective therapeutic strategies 
for alcoholism may come from the combination of cannabinoid and 
opioid receptor antagonists. 
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AB A combination therapy comprising a therapeutically-ef f ective amount of an 

aldosterone receptor antagonist and a therapeutically-ef f ective amount of an 
anti-obesity agent is described for treatment of circulatory disorders, 
including cardiovascular disorders such as hypertension, congestive heart 
failure, cirrhosis and ascites. Preferred anti-obesity agents 
are those compds . having high potency and bioavailability. Preferred 
aldosterone receptor antagonists are 20-spiroxane steroidal compds. 
characterized by the presence of a 9a, lla-substituted epoxy 
moiety . 
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AB The invention provides methods and pharmaceutical compns. for 

administering a PPARa agonist [e.g., oleoylethanolamide (OEA)-like 
agonist, OEA-like compound] , an OEA-like appetite reducing compound, or a 
fatty acid amide hydrolase inhibitor and a CB1 cannabinoid receptor 
antagonist to a subject in order to reduce the consumption or ingestion of 
food, ethanol or other appetizing substances as well as in treating 
appetency disorders related to the excess consumption of food, ethanol, 
and other appetizing substances. The combination therapy can also be 
useful for reducing body fat or body weight and modulating lipid metabolism 
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The present study investigated the effect of the newly synthesized 
cannabinoid CB1 receptor antagonist, SR147778, on ale. intake and the 
motivational properties of ale. in selectively bred Sardinian 
ale . -preferring (sP) rats. In Experiment 1, the repeated administration of 
SR147778 (0.3-3 mg/kg twice daily, i.p.) specifically suppressed the 
acquisition of ale. drinking behavior in ale. -naive rats exposed to the 
two-bottle 'ale. vs water' choice regimen for 24 h/day. In Experiment 2, an 
acute administration of SR147778 (2.5-10 mg/kg, i.p.) specifically reduced 
ale. intake in ale . -experienced rats that were given ale. and water under 
the two-bottle choice regimen in daily sessions of 4 h. In Experiment 3, an 
acute administration of SR147778 (0.3-3 mg/kg, i.p.) suppressed the 'ale. 
deprivation effect', i.e. the extra-intake of ale. occurring after a 
period of ale. abstinence. In Experiment 4, an acute administration of 
SR147778 (0.3-3 mg/kg, i.p.) specifically suppressed the extinction 
responding for ale., i.e. the maximal number of lever responses reached in 



AUTHOR (S) : 

CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



the absence of ale. in rats trained to lever-press for ale. (measure of 
the motivational properties of ale.). In Experiment 5, the combination of 
mg/kg of SR147778 (i.p.) and 0.5 g/kg of ale. (i.p.), a dose comparable 
with those usually consumed by sP rats in each drinking binge, failed to 
induce any conditioned taste aversion. Taken together, these results 
extend to SR147778 the anti-alc. profile of the prototype cannabinoid CB1 
receptor antagonist, rimonabant (SR141716), and strengthen the 
hypothesis that the cannabinoid CB1 receptor is part of the neural 
substrate mediating ale. intake and the motivational properties of ale. 
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Requirement for cooperative interaction of 
interleukin-6 responsive element type 2 and 
glucocorticoid responsive element in the synergistic 
activation of mouse metallothionein-I gene by 
interleukin-6 and glucocorticoid 
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Metallothionein (MT ) -inducing activity of interleukin (IL)-6 depends on 
the presence of glucocorticoid in hepatic cells. The 
synergistic action of IL-6 and glucocorticoid was observed in the 
transcriptional activation of the mouse MT (mMT)-I gene. We found that 
a 281-bp promoter was sufficient for IL-6 and 

glucocorticoid stimulation. Our inspection of this region revealed the 
putative type 1 and 2 IL-6 responsive elements (REs). Functional analyses 
of these regions were performed using luciferase reporter constructs, and 
it was observed that the type 2 IL-6RE exerted the major response to the IL 
signal. The transcriptional factor binding to type 1 IL-6RE, nuclear 
factor-IL-6, hardly contributed to the activation of the mMT-I promoter by 
IL-6 and glucocorticoid. A glucocorticoid responsive element (GRE) was 
also required for the synergistic activation by IL-6 and glucocorticoid. 
Interestingly, this synergism was not observed when the type 2 IL-6RE and t 
GRE were kept apart. Therefore, the synergistic activation of the mMT-I 
gene by IL-6 and glucocorticoid may require not only that signal 
transducers and activators 3 (Stat3) and the glucocorticoid receptor (GR) 
bind to their resp. responsive elements, but also that Stat3 and the GR 
phys . interact with one another. (c) 1998 Academic Press. 
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AB The STATs are a family of transcription factors. STAT5A, previously known 
as MGF, transduces prolactin signals to the milk protein genes. Here, we 
describe the detection of nucleotide sequence polymorphism in exon 16 of 
the bovine STAT5A gene, coding for the SH2 domain. SSCP was found in 
a 281-bp PCR amplified gene fragment, lying between 

positions 12,525 and 12,806, and encompassing parts of intron 15 and exon 
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16 of the bovine STAT 5 A gene (GenBank AJ237937) . Three SSCP patterns 
(genotypes) were identified in a group of 108 animals of different cattle 
breeds. The DNA sequencing showed that they differed by a CCT deletion at 
position from 12, 549 in intron 15, and a T->C substitution at 
position 12,743 in exon 16. The latter mutation changes an amino acid 
sequence in the STAT5A protein - a Val/Ala substitution at position 686. 
Since T->C substitution creates a new MslI site, genetic variants in 
the bovine STAT5A gene can be distinguished with RFLP anal. The frequency 
of alleles T and C varied between the different cattle breeds studied; the 
CC genotype was the least frequent and the frequency of alleles T and C 
was 0.842 and 0.158, resp. Proteins were extracted from the cell nuclei of 
liver tissues derived from bulls of different STAT5A genotypes and 
subjected to EMSA in order to study if the amino acid substitution might 
change the DNA-binding capacity of STAT5A transcription factor. 
Statistically significant (p<0.05) differences in nuclear protein binding 
to DNA were observed between genotypes TT and CC; nuclear proteins derived 
from CC animals always showed less DNA protein complexing than those of TT 
animals. EMSA competition expts. confirmed that STAT5 transcription 
factors take part in the formation of the DNA-protein complexes. 
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Ethanol induces higher BEC in CB1 cannabinoid receptor 
knockout mice while decreasing ethanol preference 
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Previous studies have shown that CB1 cannabinoid receptors are involved in 
the behavioral effects induced by chronic EtOH administration in Wistar 
rats by SR 141716, a CB1 cannabinoid receptor 

antagonist. These studies have now been extended to investigate the 

effect of acute and chronic alcoholization on blood EtOH concentration (BEC) 

EtOH preference in CB1 knockout (-/-) mice. BEC was monitored for a 
period of 8 h in both CB-/-1 male mice and CB1 male wild-type (+/+) mice, 
which had received an acute i.p. injection of EtOH in 1, 3 or 5 g/kg 
doses. EtOH preference was assayed in both groups of male mice in 
non-forced EtOH administration and forced chronic pulmonary ale. 
administration for 14 and 39 days, resp. After an acute i.p. EtOH 
injection of 5 g/kg, CB-/-1 mice showed a significant higher BEC during 
the EtOH elimination stage than the CB+/+1 mice. However, those in the 1 
and 3 g/kg groups showed no significant difference. A 2-3 fold increase 
in BEC was observed in CB-/-1 mice on days 10 and 11 after commencement of 
forced chronic pulmonary alcoholization in comparison with CB+/+1 mice, 
although comparable BEC values were assayed in both groups on day 12. In 
addition, these CB-/-1 mice showed a significantly lower preference for EtOH 
than CB+/+1 mice. The studies on CB-/-1 and CB+/+1 mice have clearly 
confirmed the involvement of CB1 receptor on EtOH induced behavioral 
effects and also revealed that CB1 receptors may be implicated in EtOH 
absorption/distribution, particularly after administration of high EtOH 
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Increased motivation for beer in rats following 
administration of a cannabinoid CB1 receptor agonist 
Gallate, Jason E.; Saharov, Tanya; Mallet, Paul E . ; 
McGregor, Iain S. 

Department of Psychology, University of Sydney, 
Sydney, NSW 2006, Australia 
European Journal of Pharmacology (1999), 
370(3), 233-240 
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Journal 
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examined the effects of the cannabinoid CB, receptor 
( (-)-cis-3- [ 2 -hydroxy- 4- ( 1 , 1-di-methylheptyl ) phenyl ] - 
trans-4- ( 3-hydroxypropyl ) cyclohexanol ) on the motivation to consume beer, 
near-beer (a beer-like beverage containing < 0.5% ethanol) and sucrose solns. 
in rats. The expts. employed a 'lick-based progressive ratio paradigm' in 
which an ever increasing number of licks had to be emitted at a tube for each 
successive fixed unit of beverage delivered. Break point, the lick 
requirement at which responding ceased, was used as an index of 
motivation. In the first experiment, CP 55,940 (10, 30 or 50 (ig/kg) caused 
a dose-dependent increase in break points for beer (containing 4.5% ethanol 
volume/volume) and for near-beer. The highest (50 (ig/kg) dose of CP 55,940 
also significantly decreased locomotor activity. In the second experiment, CP 
55,940 (10 or 30 |ug/kg) dose-dependently increased break points in rats 
licking for 'light' beer (containing 2.7% ethanol volume/volume) or for a 
sucrose 

solution (8.6% w/v) containing the same number of calories as the beer. In the 
third experiment, the facilitatory effects of CP 55,940 (30 ng/kg) on 
responding for beer and near-beer were reversed by both the cannabinoid 
CB1 receptor antagonist SR 141716 

(N- ( piper idin-l-yl ) -5- ( 4-chlorophenyl ) -1- ( 2 , 4-di-chlorophenyl ) -4-methyl-lH- 
pyrazole-3-carboxamide hydrochloride) (1.5 mg/kg) and the opioid receptor 
antagonist naloxone (2.5 mg/kg). Naloxone had a proportionally greater 
effect on rats licking for beer compared to near-beer, consistent with 
previous reports of opioid receptor mediation of ale. craving. These 
results show that cannabinoids modulate the motivation for beer via both 
cannabinoid CB, receptors and opioid receptors. The similar effect of CP 
55,940 on the motivation for beer, near-beer and sucrose suggests that the 
drug effect may reflect a general stimulatory effect on appetite for 
palatable beverages, although a more specific effect on the desire for 
ale. cannot be ruled out. 
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Compns. and methods for treating noninflammatory pain, including but not 
limited to, neuropathic pain by using peroxisome proliferator activated 
receptor a (PPARa) agonists to treat a subject having such 
pain are described. The agonists may be used with addnl. therapeutic 
agents such as an inhibitor of fatty acid amide hydrolase or a cannabinoid 
CB1 or CB2 cannabinoid receptor agonist. 
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Synergistic activation of mouse metallothionein-I gene 
by interleukin-6 and glucocorticoid 
Itoh, Norio; Kasutani, Keiko; Kanekiyo, Masako; 
Kimura, Tomoki; Muto, Norio; Tanaka, Keiichi 
Faculty of Pharmaceutical Sciences, Osaka University, 
Suita, 565, Japan 

Metallothionein IV, [International Metallothionein 
Meeting], 4th, Kansas City, MO, United States, Sept. 
17-20, 1997 (1999), Meeting Date 1997, 

267-272. Editor (s): Klaassen, Curtis D. Birkhaeuser 
Verlag: Basel, Switz. 
CODEN: 69AGU7 
Conference 
English 

Metallothionein (MT ) -inducing activity of interleukin (IL)-6 depends on 
the presence of glucocorticoid in hepatic cells. The 
synergistic action of IL-6 and glucocorticoid was observed in the 
transcriptional activation of the mouse MT (mMT)-I gene. A 
281 bp promoter was sufficient for IL-6 and glucocorticoid 

stimulation. The putative type 1 and 2 IL-6 responsive elements (REs) are 
present in this region. Functional analyses of these regions were 
performed, and it was observed that the type 2 IL-6RE exerted the major 
response to the IL-6 signal. A glucocorticoid responsive element (GRE) 
was also required for the synergistic activation by IL-6 and 
glucocorticoid. The type 2 IL-6RE or GRE alone did not show this 
transcriptional synergism. Interestingly, this synergism was not observed 
when the type 2 IL-6RE and the GRE were kept apart. Therefore, the 
synergistic activation of the mMT-I gene by IL-6 and glucocorticoid may 
require not only binding of signal transducers and activators 3 (Stat3) 
and the glucocorticoid receptor (GR) to their resp. responsive elements, 
but also interaction of Stat3 and the GR with one another. 
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GI For diagram ( s ) , see printed CA Issue. 

AB Title compds . I are prepared (A) by reaction of phenols with isothiocyanates 
in the presence of a Friedel-Craf ts catalyst; (B) by hydrolysis of the 
corresponding 2-oxo-4-thionodihydro-l , 3-benzoxazine or the corresponding 

1 . 3- benzoxazine (II), where Z is 0 or S, with an acid ROH; or (C) by 
treatment of N-phenylsalicylimide chloride with HSR6, in which R6 is H, an 
alkali metal or alkaline earth metal or an easily scissionable radical, such 
as Na2S, CSC12, Na Et xanthate, or Na thioacetate. The 

N-phenylsalicylimide chloride is prepared by reaction of the corresponding 
salicylanilide with SOC12. II is made (A) by treatment of the 
corresponding I with a R8(R9)C:Z, where Z is 0 or S and R8 and R9 are 
halogen, alkoxy, or alkylthio, such as CSC12, ClC02Me or ClC02Et, or 
COC12, in the presence of a base such as Et3N; (B) by treatment of I with 
oxalyl chloride; or (C) by thionation with P2S5 of the corresponding 

2 . 4- dioxodihydro-l , 3-benzoxazine . Thus, to a stirred solution of 14.7 g. 
N- ( 4-chlorophenyl ) -3 , 5-dichlorosalicylimide chloride in the min. amount of 
dioxane to effect solution was added an aqueous saturated solution containing 

15.8 g. Na2S, 

the mixture stirred for 2 more hrs. at room temperature, poured into double its 
volume of H20, and acidified with HC1 to yield 

3, 4, 5 ' -tri-chlorothionosalicylanilide (I, R = Rl = R2 = R3 = R4 = H, R5 = 
4'-Cl, X = Y = CI), 142° (ligroine). (Preparation by method C above.) 
Other I (R = Rl = R2 = H unless otherwise noted) prepared similarly were 
[R3, R4, R5, X, Y, method of preparation (A, B, or C above), and m.p. given] : 
-, 2'-Cl, 4--N02, H, CI, C, 148°; 2' -Me, 4'-N02, 5'-Cl, H, CI, C, 
169°; 2'-Cl, 4'-Cl, 5'-Cl, CI, CI, C, 183°; -, 2'-Cl, 
4'-N02, CI, CI, C, 160°; 2'-Cl, 4'-N02, 6'-Cl, CI, CI, C, 
182°; -, 2'-Cl, 3'-Cl, CI, CI, C, 196°; -, 3'-Cl, 5*-Cl, CI, 
CI, C, 131°; -, 2'-Cl, 5'-Cl, CI, CI, C, 196°; -, 2'-Cl, 
3'-Cl, Br, Br, C, 150°; -, 3'-Cl, 5'-Cl, Br, Br, C, 161°; -, 
-, 4'-Cl, H, N02, C, 204°; -, -, 4'-Cl, N02, H, C, 148°; -, 
-, 2'-Cl, CI, CI, B (II prepared as in C above), 117°; -, 2'-Cl, 
4'-Cl, CI, CI, B, 172°; -, -, 4'-0Me, CI, CI, B, 140°; -, -, 
4'-OEt, CI, CI, B, 148°; -, -, 3'-Cl, CI, CI, A, 134°; -, 
3'-Cl, 4'-Cl, CI, CI, A, 136°; -, -, 4'-Br, Br, Br, A, 132°; 
-, 3'-Cl, 4'-Me, CI, CI, C, 138°; -, 3 '-Me, 4'-Cl, CI, CI, C, 127; 
-, 3 '-Me, 4 '-Me, CI, CI, C, 140°; -, 3'-CF3, 4'-CF3, CI, CI, C, 
164°; -, -, -, CI, CI, C, 136°; -, -, 4'-Cl, Br, Br, C, 
157°; -, 2'-Cl, 4'-Cl, Br, Br, C, 158°; -, 3'-Cl, 4'-Cl, Br, 
Br, C, 159°; 2'-Cl, 4'-Cl, 5'-Cl, Br, Br, C, 178°; 2'-Br, 
4'-Br, 6 '-Br, Br, Br, C, 173°; 2'-Cl, 4'-Cl, 6'-Cl, Br, Br, C, 
168°; 2 '-Br, 4'-Br, 6 '-Br, CI, CI, C, 164°; -, 2' -Me, 4'-Cl, 
CI, CI, C, 180°; 2'-SMe, 4'-Cl, 5'-Me, CI, CI, C, 181°; 
2'-SMe, 4'-Cl, 5'-Cl, CI, CI, C, 205°; -, -, 3'-CF3, CI, CI, C, 
121°; -, -, 4'-Br, Br, CI, C, 154°; -, -, 2'-CF3, CI, CI, C, 
115°; -, 2'-CF3, 4'-Br, CI, CI, C, 1644; -, 3'-CF3, 5'-CF3, Br, Br, 
C, 155°; -, 3'-Cl, 4'-Cl, N02, H, C, 149°; 2'-Cl, 4'-Cl, 
5'-Cl, N02, H, C, 191°; -, 2 '-Me, 4'-Cl, N02, H, C, 174°; -, 
-, 4'-Br, CI, CI, C, 164-5°; -, 3'-0H, 4'-Cl, CI, CI, C, [from 
N- ( 3-acetoxy-4-chlorophenyl ) -3 , 5-dichlorosalicylimide chloride and K Et 
xanthate], 168°; -, 2'-Cl, 4'-OH, CI, CI, C (as the previous ex.), 
160°; -, -, 2'-Cl, CI, CI, B (Z = 0), 117°; -, 2'-Cl, 4'-Cl, 



CI, CI B (Z = 0), 172°; -, -, 4'-0Me, CI, CI, B (Z = 0), 

140°; -, -, 4'-OEt, CI, CI, B (Z = 0), 148°; -, 2'-Cl, 

5'-Cl, CI, CI, B (Z = 0), 196°; -, -, 4'-Cl, CI, CI, B (Z = 0), 

142°; 2'-Cl, 4'-Cl, 5'-Cl, CI, CI, B (Z = 0), 183°; -, 

3'-Cl, 4'-Cl, CI, CI, B (Z = 0), 136°; -, 3'-CF3, 5'-CF3, CI, CI, B 

(Z = 0), 164°; -, 2 '-Me, 4'-Cl, CI, CI, B (Z = 0), 180°; -, 

3'-CF3, 5'-CF3, Br, Br, B (Z = 0), 155°; -, -, 4'-Cl, Br, Br, B (Z 

= 0), 157°; -, -, 4'-Br, Br, CI, B (Z = 0), 154°; -, -, 

4'-Br, Br, Br, (Rl = Me), B (Z = 0), 144°; -, 3'-Cl, 4'-Cl, Br, Br, 

(Rl = Me), B (Z = 0), 173°; -, -, 3'-CF3, CI, CI, B (Z = 0), 

121°; -, -, 2'-CF3, CI, CI, B (Z = 0), 115°; -, -, 4'-Br, 

CI, CI, B (Z = 0), 164-5°; -, -, 4'-Cl, CI, CI, B (Z = S), 

142°; -, 2 '-Me, 4'-Cl, CI, CI, B (Z = S), 180°; -, 3'-Cl, 

4'-Cl, CI, CI, B (Z = S), 136°; -, -, 4'-Br, CI, Br, B (Z = S), 

154°; -, -, 4'-Br, Br, Br, (Rl = Me), C, 144°; -, 3'-Cl, 

4' -CI, Br, Br, (Rl = Me), C, 173°. Some thionosalicylanilides were 

treated in the known way with suitable reagents to replace the H on the OH 

group to obtain the following I (Rl = R2 = H) (R, R3 , R4, R5, X, Y, and 

m.p. given): Ac, -, -, 4-C1, CI, CI, 168°; Ac, -, 2'-Cl, 4'-Cl, CI, 

CI, 188°; Ac, -, 3'-CF3, 5'-CF3, CI, CI, 129°; Ac, -, -, 

4'-Br, Br, CI, 181°; Ac, -, 3'-CF3, 5'-CF3, Br, Br, 139°; 

Ac, -, 2 '-Me, 4'-Cl, CI, CI, 180°; (3-Ph- (CH2 ) 2C0, -, -, 4' -Br, 

Br, CI, 146°; lauroyl, -, -, 4' -Br, Br, CI, 100°; pivaloyl, 

-, -, 4' -Br, Br, CI, 180°; MeS02, -, -, 4' -Br, Br, CI, 206°; 

EtNHCO, -, -, 4' -CI, CI, CI, 163° (decomposition); EtNHCO, -, -, 4 '-Br, 

Br, CI, 165°. To a stirred suspension of 66.4 g. 

3 , 4 ' , 5-trichlorothionosalicylanilide in 200 ml. anhydrous PhMe heated to 

60-70° was added dropwise 20 g. oxalyl chloride, and the mixture 

refluxed for 2 more hrs. to yield 3- ( 4-chlorophenyl ) -6 , 8-dichloro-2-oxo-4- 

thionodihydro-1, 3-benzoxazine (II, Rl = R2 = R3 = R4 = H, R5 = 4' -CI, X = 

Y = CI, Z = 0) , m.p. 277°. (Preparation by method B described above.) 

To a stirred suspension of 33.2 g. 3, 4, 5 ' -trichlorothiono-salicylanilide 

in 250 ml. anhydrous PhMe was added 20.2 g. Et3N followed by 11.5 g. CSC12 in 

PhMe. The mixture was stirred 20 hrs. at room temperature, heated briefly to 

boiling, filtered hot, and the filtrate cooled to yield 

3- ( 4-chlorophenyl ) -6 , 8-dichloro-2 , 4-dithionodihydro-l , 3-benzoxazine (II, 

Rl = R2 = R3 = R4 = H, R5 = X = Y = CI, Z = S), m. 184°. (Preparation 

by method A described above.) Other II (Rl = R2 = H unless indicated 

otherwise) prepared were [R3, R4, X, Y, Z, method (A, B, or C described 

above), m.p. given]: -, 2'-Cl, 5'-Cl, CI, CI, 0, B, 211°; -, 3'-Cl, 

4'-Cl, CI, CI, 0, B, 239°; 2'-Cl, 4'-Cl, 5'-Cl, CI, CI, 0, B, 

203°; -, 3'-CF3, 5'-CF3, CI, CI, 0, A, 190°; -, 3'-CF3, 

5'-CF3, Br, Br, 0, A, 210°; -, 2 '-Me, 4'-Cl, CI, CI, 0, A, 

240°; -, -, 4'-Br, Br, Br, 0, A, 314°; -, -, 4'-Br, CI, Br, 

0, A, 299°; -, -, 4'-Br, Br, Br, (Rl = Me), 0, A, 

281°; -, 3'-Cl, 4'-Cl, Br, Br, (Rl = Me), 0, A, 

284°; -, -, 3'-CF3, CI, CI, 0, A, 215°; -, -, 2'-CF3, CI, 

CI, 0, A, 175°; -, -, 4'-Br, CI, CI, 0, A, 286-276° (sic); 

-, 2 '-Me, 4'-Cl, CI, CI, S, A, 190°; -, 3'-Cl, 4'-Cl, CI, CI, S, A, 

180°; -, -, 4'-Br, CI, Br, S, A, 191°; -, 3'-CF3, 5'-CF3, 

CI, CI, S, A', 152°; -, -, 4'-Br, CI, Br, 0, A, 299°; -, -, 

4' -CI, CI, CI, 0, A', -. These compds . and their salts are active against 

internal parasites such as cestodes and trematodes, especially liver 

flukes, such as Fasciola hepatica, pathogenic plant and animal fungi, such 

as Trichophyton mentagrophytes, Microsporium felineum, Aspergillus niger, 

and Penicillium commune. They are also useful as molluscicides , 

bactericides, and nematocides. 
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TITLE: 

AUTHOR (S) : 
CORPORATE SOURCE 

SOURCE: 



Thiry, E. 
Virology 
B-4000, Belg. 



A specific PCR to differentiate between gE negative 
vaccine and wildtype bovine herpesvirus type 1 strains 
Schynts, F.; Baranowski, E.; Lemaire, M. 
B43bis, Faculty of Veterinary Medicine, 
Department, University of Liege, Liege, 
Veterinary Microbiology (1999), 66(3), 
187-195 

CODEN: VMICDQ; ISSN: 0378-1135 
Elsevier Science B.V. 
Journal 
English 

In the context of infectious bovine rhinotracheitis (IBR) control programs 
using glycoprotein E (gE) deleted marker vaccines, a PCR assay was 
developed to allow the genotypic differentiation between wildtype bovine 
herpesvirus type 1 (BoHV-1) and gE neg. strains. This assay is based on 
the PCR amplification of a 281 bp DNA fragment within 
the gE gene. The specificity of the amplification was confirmed by 
restriction endonuclease anal, and nucleotide sequencing of the PCR 
product. Its ability to determine the gE genotype of BoHV-1 strains was 
demonstrated on isolates coming from 20 exptl. calves infected with four 
different BoHV-1 strains. This PCR assay may be a useful tool for 
monitoring the spread of live marker vaccine and the gE genotype of viral 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



field isolates. 
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PATENT ASSIGNEE (S) : 
SOURCE: 
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CAPLUS COPYRIGHT 2009 ACS on STN 
2006:982167 CAPLUS 
145:348597 

Use of phenylmethimazoles, methimazole derivatives, 
and tautomeric cyclic thiones for the treatment of 
autoimmune/inflammatory diseases associated with 
toll-like receptor overexpression 

Kohn, Leonard D.; Harii, Norikazu; Benavides-Peralta, 
Uruguaysito; Gonzalez-Murguiondo, Mariana; Lewis, 
Christopher J.; Napolitano, Giorgio; Giuliani, 
Cesidio; Malgor, Ramiro; Goetz, Douglas J. 
The Interthyr Corporation, USA 

U.S. Pat. Appl. Publ., 102 pp., Cont . -in-part of U.S. 
Ser. No. 912,948. 
CODEN: USXXCO 
Patent 
English 
3 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 




US 


20060211752 


Al 


20060921 


US 2005- 


130922 


20050517 




US 


20050209295 


Al 


20050922 


US 2004- 


801986 


20040316 


< — 


AU 


2004317993 


Al 


20051013 


AU 2004- 


■317993 


20040316 


< — 


CA 


2559712 


Al 


20051013 


CA 2004- 


2559712 


20040316 


< — 


EP 


1725230 


Al 


20061129 


EP 2004- 


821836 


20040316 






R: AT, BE, 


BG, CH, CY, 


CZ, DE, 


DK, EE, ES, 


FI, FR, 


GB, GR, HU, IE, 






IT, LI, 


LU, MC, NL, 


PL, PT, 


RO, SE, SI, 


SK, TR 






JP 


2007529510 


T 


20071025 


JP 2007- 


503869 


20040316 




US 


20060058365 


Al 


20060316 


US 2004- 


912948 


20040806 




AU 


2006247504 


Al 


20061123 


AU 2006- 


247504 


20060511 




CA 


2606769 


Al 


20061123 


CA 2006- 


2606769 


20060511 





WO 2006124676 Al 20061123 WO 2006-US18554 20060511 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP, KR, 
KZ, LC, LK, LR, LS, LT, LU, LV, LY, MA, MD, MG, MK, MN, MW, MX, 
MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, 
VN, YU, ZA, ZM, ZW 
RW: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 
IS, IT, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR, BF, BJ, 
CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, BW, GH, 
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM 
EP 1896015 Al 20080312 EP 2006-770302 20060511 

R: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 
IS, IT, LI, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR 
JP 2008545651 T 20081218 JP 2008-512377 20060511 

PRIORITY APPLN. INFO.: US 2004-801986 A2 20040316 

US 2004-912948 A2 20040806 

WO 2004-US7888 A 20040316 

US 2005-130922 A 20050517 

WO 2006-US18554 W 20060511 

OTHER SOURCE(S): MARPAT 145:348597 

AB The present invention relates to the treatment of autoimmune and/or 

inflammatory diseases associated with overexpression of Toll-like receptor 3 
(TLR3) as well as Toll-like receptor 4 (TLR4) and/or TLR3/TLR4 signaling 
in nonimmune cells, monocytes, macrophages, and/or dendritic cells in 
association with related pathologies. This invention also relates to the use 
of phenylmethimazoles, methimazole derivs., and tautomeric cyclic thiones 
for the treatment of autoimmune and inflammatory diseases associated with 
Toll-like receptor 3 (TLR3) as well as Toll-like receptor 4 (TLR4) and/or 
TLR3/TLR4 signaling in nonimmune cells, monocytes, macrophages, and/or 
dendritic cells in association with related pathologies. This invention also 
relates to treating a subject having a disease or condition associated with 
abnormal Toll-like receptor 3 as well as Toll-like receptor 4 and/or 
TLR3/TLR4 signaling in nonimmune cells, monocytes, macrophages, and/or 
dendritic cells in association with related pathologies. The present 
invention also relates to the treatment of autoimmune-inflammatory 
pathologies and chemokine and cytokine-mediated diseases associated with TLR 
overexpression and signaling. This invention also relates to 
pharmaceutical formulations capable of inhibiting the IRF-3/Type 1 
IFN/STAT/ISRE/IRF-1 pathway associated with Toll-like receptor overexpression 
or signaling. 

IT 168273-06-1, SR-141716 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(co-treatment with; use of phenylmethimazoles, methimazole derivs., and 
tautomeric cyclic thiones for treatment of autoimmune/inflammatory 
diseases associated with toll-like receptor overexpression) 

RN 168273-06-1 CAPLUS 

CN lH-Pyrazole-3-carboxamide, 5- ( 4-chlorophenyl ) -1- ( 2 , 4-dichlorophenyl ) -4- 
methyl-N-l-piperidinyl- (CA INDEX NAME) 



CI 
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2008:1251516 CAPLUS 
149 : 463091 

Combinations of sympathomimetics and antiepileptics 
for treating obesity and related disorders 
Tarn, Peter Y.; Wilson, Leland F. 
USA 

U.S. Pat. Appl . Publ . , 21pp., Cont . -in-part of U.S. 

Ser. No. 764,116. 

CODEN: USXXCO 

Patent 

English 



PATENT NO. KIND 

US 20080255093 Al 

EP 1825851 A2 

R: AT, BE, CH, CY, 

NL, PT, SE, AL, 

US 20040002462 Al 

US 7056890 B2 

US 20060234952 Al 

US 20080103179 Al 
PRIORITY APPLN. INFO.: 



DATE 



DATE 



20081016 
20070829 
DE, DK, ES, 
LT, LV, MK, 
20040101 
20060606 
20061019 
20080501 



APPLICATION NO. 

US 2008-111793 20080429 

EP 2007-11472 20000614 

FI, FR, GB, GR, IE, IT, LI, LU, MC, 

RO, SI 

US 2003-454368 20030603 <— 

US 2006-385233 20060320 

US 2007-764116 20070615 

US 1999-139022P P 19990614 

US 2000-178563P P 20000126 

US 2000-181265P P 20000209 

US 2000-593555 B2 20000614 

US 2003-454368 A2 20030603 

US 2006-385233 A2 20060320 

US 2006-854756P P 20061027 

US 2007-764116 A2 20070615 

EP 2000-939884 A3 20000614 



AB The present invention is drawn to combinations of pharmaceutical agents 
having similar chemical and/or pharmacol. properties, wherein the 
combinations maximize the therapeutic effect of the drug while minimizing 
their adverse effects. The methods and compns . of the invention are 
particularly useful in the treatment of obesity and related conditions 
which involves treating a subject with a sympathomimetic agent (e.g., 
phentermine or a phentermine-like drug) or bupropion in combination with 
an anti-epileptic agent (e.g., topiramate, zonisamide) , CB1 antagonists 
(e.g., rimonabant) , or a 5HT2C-selective serotonin receptor 
agonist, (e.g., lorcaserin) for the treatment of obesity and related 



conditions. The invention also features kits for use in the practice of 
these novel therapies. 
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the effects of alcohol in the mesolimbic reward 
circuit: electrophysiological evidence in vivo 

AUTHOR(S) : Perra, Simona; Pillolla, Giuliano; Melis, Miriam; 

Muntoni, Anna Lisa; Gessa, Gian Luigi; Pistis, Marco 

CORPORATE SOURCE: B.B. Brodie Department of Neuroscience, University of 
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SOURCE: Psychopharmacology (Berlin, Germany) (2005), 

183(3), 368-377 

CODEN: PSCHDL; ISSN: 0033-3158 
PUBLISHER: Springer GmbH 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Rationale: Several lines of evidence indicate that the endogenous 

cannabinoid system is involved in the pharmacol. and behavioral effects of 
ale. The mesolimbic dopaminergic (DA) system and the nucleus accumbens 
(NAc) process rewarding properties of drugs of abuse, including ale. and 
cannabinoids , whereas endocannabinoids in these regions modulate synaptic 
function and mediate short- and long-term forms of synaptic plasticity. 
Objectives: The present study was designed to investigate the contribution 
of the endogenous cannabinoid system in ale. electrophysiol . effects in 
the mesolimbic reward circuit. Methods: We utilized extracellular single 
cell recordings from ventral tegmental area (VTA) DA and NAc neurons in 
anesthetized rats. DA neurons were antidromically identified as 
projecting to the shell of NAc, whereas NAc putative medium spiny neurons 
were identified by their evoked responses to basolateral amygdala (BLA) 
stimulation. Results: Ale. stimulated firing rate of VTA DA neurons and 
inhibited BLA-evoked NAc neuron spiking responses. The cannabinoid type-1 
receptor (CB1) antagonist rimonabant (SR141716A) fully 

antagonized ale. effect in both regions. In the NAc, either inhibition of 
the major catabolic enzyme of the endocannabinoid anandamide, the 
fatty-acid amyd hydrolase, with URB597 or a pretreatment with the CB1 
receptor agonist WIN55212-2 significantly depressed ale. -induced effects 
in the NAc. Conclusions: These results corroborate the notion of the 
involvement of endocannabinoids and their receptors in the actions of ale. 
and highlight the endocannabinoid system as a valuable target in the 
therapy for alcoholism. 
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